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AMENDMENTS TO THE CLAIMS: 

1 . (Currently amended) A method for treating a connective tissue disorder 
[ which compris e s: ] in a mammalian host, the method comprising transducing a population of 
target cells with a recombinant vector encoding a therapeutic protein, or a biologically active 
derivative or fragment thereof, and 

[a) gen e rating a r e combinant v e ctor that compris e s on e or mor e DNA 

s e qu e nc e s e ncoding on e or mor e g e n e s of int e r e st; 

b) inf e cting a population of in vitro cultur e d targ e t c e lls with said 

r e combinant v e ctor, r e sulting in a population of transduc e d targ e t tissu e c e lls; and, 

e) ] transplanting said transduced [ targ e t ] cells [tel into the mammalian host, 

such that subsequent expression of [ said g e n e or g e n e s] the therapeutic protein, or a biologically 
active derivative or fragment thereof within the host reduces at least one deleterious joint 
pathology or indicia of inflammation normally associated with a connective tissue disorder^ 
wh e r e in said g e n e of int e r e st e ncod e s on e or moro th e rap e utic g e n e s s e l e ct e d from th e group 
consisting of: int e rl e ukin 1 r e c e ptor antagonist prot e in; a Lao Z mark e r g e n e ; solubl e IL 1 
r e c e ptor; solubl e TNF □ r e c e ptor, a prot e inas e inhibitor; a cytokin e ; CTL AiFasL; and 
biologically activ e d e rivativ e s or fragm e nts of th e s e g e n e s ]. 

2. (Currently amended) The method of Claim 1, wherein said target cells [is 
sel e ct e d from th e group consisting of] are connective tissue cells[ and non conn e ctiv e tissu e 

f\Ck\ Ipi T 

3. (Currently amended) The method of Claim 2, wherein said connective 
tissue cells are [ s e l e ct e d ] synovial cells [ from th e group consisting of synovium, cartilag e , 
t e ndon, ligam e nt, skin, bon e , m e niscus, and int e rv e rt e bral disc c e lls and said non conn e ctiv e 
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tissu e c e lls ar e s e l e ct e d from th e group consisting of h e matopoi e tic prog e nitor c e lls, stromal 
c e lls, bon e marrow c e lls, myoblasts, l e ukocyt e s, lymphoid c e lls and my e loid c e lls ]. 

4. (Currently amended) The method of Claim 3, wherein said transduced 
[ targ e t ] cells are transplanted at [ on e or mor e locations s e l e ct e d from th e group consisting of] a 
joint space[ , bono marrow or blood str e am ] of said host. 

C I 5. (Currently amended) The method of Claim 2, wherein said therapeutic 

protein is a cytokine [is on e or mor e m e mb e rs s e l e ct e d from th e group consisting of IL 4, IL 10, 
IL 13, growth factor, and BMP ]. 

6. (Currently amended) The method of Claim 5, wherein said cytokine is 
BMP, [is] selected from the group consisting of BMP-1, BMP-2, BMP-3, BMP-4, BMP-5, BMP- 
6, BMP-7, BMP-8 and BMP-9. 




0 



7. (Original) The method of Claim 6, wherein said BMP is selected from the 
group consisting of BMP-2 and BMP-7. 

8. (Currently amended) The method of Claim [3] 5, wherein said cytokine is 

vIL-10. 

9. (Currently amended) The method of Claim [2] 5, wherein said cytokine is 
growth hormone. 

10. (Currently amended) The method of Claim 5, wherein said cytokine is 
[ growth factor is s e l e cted from th e group consisting of ] IGF[ , FGF and TGF] . 



1 1 . (Currently amended) The method of Claim 1 0, wherein said [ growth 
factor ] IGF is selected from the group consisting of IGF-1 and IGF-2. 
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1 2. (Currently amended) The method of Claim 2, wherein said therapeutic 
protein is a soluble IL-1 receptor [is] selected from the group consisting of soluble IL-1 receptor 
Type 1 and soluble IL-1 receptor Type II. 

Q^^CT 1 (Currently amended) The method of Claim 2, wherein said therapeutic 

protein is a soluble TNF-a receptor [is] selected from the group consisting of soluble TNF-a 
receptor Type I and soluble TNF-a receptor Type II. 

14. (Currently amended) The method of Claim 2, wherein said therapeutic 
protein is a proteinase inhibitor [is] selected from the group consisting of TIMP-1, TIMP-2, 
TIMP-3, TIMP-4[ PAId and oorpins ] 

15. (Original) The method of Claim 2, wherein said recombinant vector is 
selected from the group consisting of a viral vector and a non- viral vector. 

16. (Withdrawn) [ Th e m e thod of Claim 3, wh e r e in said conn e ctiv e tissu e 
c e lls ar e pynovial c e llo.] 



17. (Currently amended) The method of Claim 15, wherein said recombinant 
vector is [ a viral v e ctor s e l e ct e d from th e group consisting of ]an adenovirus [ an ad e no 
associat e d virus, a h e rp e s virus and a r e trovirus ]. 



18. (Withdrawn) [ Th e m e thod of Claim 17, wh e r e in said r e troviral v e ctor is 
th e group consisting of MFG and pLJ. ] 

19. (Original) The method of Claim 15, wherein said recombinant vector is a 
Plasmid DNA vector. 



20. (Currently amended) The method of Claim 2, wherein transplantation of 
transduced [ targ e t] cells is by intraarticular injection. 
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21 . (Currently amended) The method of Claim 3 [46], wherein said synovial 
cells are autologous synovial cells. 

22. (Currently amended) The method of Claim [±$] 15, wherein the 
[*et*e]viral vector is an MFG vector and the therapeutic protein, or a biologically active 
derivative or fragment thereof is f g e n e io s e l e ct e d from th e group consisting of ] sIL-LR [ Typ e I, 
and oIL 1R Typo II, oTNF aR Two I, oTNF aR Typo II, CTLA4, FasL, BMP 2, BMP 7, IGF 1, 
IGF 2, vIL 10, TUMP 1, TIMP 2, TIMP 3, TIMP 4, PAL), oorpino, IL 1, IL 10 and IL 13 ], 

23 . (Currently amended) The method of Claim 22, wherein the therapeutic 
protein, or a biologically active derivative or fragment thereof [geae] is selected from the group 
consisting of sIL-lR Type I, and sIL-lR Type II[ , sTNF aR Typo I and sTNF DRTypo II ]. 

24. (Withdrawn) [ Th e m e thod of Claim 22, wh e r e in th e g e n e s us e d ar e both 
oIL 1R and oIL 1R ]. 

25. (Currently amended) The method of Claim 22, further including the step 
v of storing said population of transduced [ targ e t] cells prior to transplantation. 

26. (Currently amended) The method of Claim 25, wherein said population of 
[ transf e ct e d ] transduced connective cells are stored in 10% DMSO under liquid nitrogen prior to 
transplantation. 

27. (Currently amended) A method for treating a connective tissue disorder, 

comprising: 

introducing one or more DNA sequences encoding one or more genes of interest 
into at least one target cell of a host by employing non- viral means selected from the group 
consisting of liposome, calcium phosphate, electroporation, DEAE-dextran and injection of 
naked DNA such that subsequent expression of said gene or genes within said host reduces at 



1 1. 
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least one deleterious joint pathology or indicia of inflammation normally associated with a 
connective tissue disorder[f 



whoroin said gen e of int e r e st io on e or mor e th e rap e utic g e n e s s e l e ct e d from th e 
group consisting of IRA?; a LaoZ mark e r gene; sIL 1R; gTNF DR, a prot e inas e inhibitor; a 
cytokin e ; CTLA1; FasL; and or a biologically activ e derivativ e s or fragm e nts of th e s e g e n e s] . 

28. (Original) The method of Claim 27, including employing a liposome 
selected from the group consisting of CD-cholesterol and SF-cholesterol. 

29-44. (Withdrawn). 

45. (New) The method of Claim 1 , wherein the therapeutic protein or 
biologically active derivative or fragment thereof is soluble IL-1 receptor. 




46. 



(New) The method of Claim 5, wherein the cytokine is EL- 10. 



47. 



(New) The method of Claim 5. wherein the cytokine is BMP. 



48. 



(New) The method of Claim 27. wherein the gene of interest is IRAP. 



